WO 2005/067632 



PCT/US2005/000418 



1/19 



DOPC 



Cholesterol 



(R)-PCL2 



TAS 



Dehydrated 
ethanoi 



1 



Heat to (50-65°C) Lipid solution 



Sterile water 
for Injection 

n — 



rafAON 



Compounding Vessel 



0.45m 
filter 



rafAON Solution 



Sucrose 



QS to batch weight 



Extrusion through 
0.2nm and 0.1pm filters 



Solvent Evaporation 



Adjust batch weight with sterile water 



Sterile Filtration and filling 







| Vials | | Vials 




Vials 









Fig.1 



SUBSTITUTE SHEET (RULE 26) 



WO 2005/067632 



PCT/US2005/000418 



2/19 



Therapeutic Efficacy of DDAB-Liposome or Cationic Cardiolipin 
Liposome-Based Antisense Oligonucleotide (AON) in 
combination with Taxotere® against Human Prostate (PC-3) 
Tumor Growth in SCID Mice* 




Figure 4A 
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Taxotere*: Day 2, (10 mg/kg). Day 5, {5 mg/kg) 

•Obtained from Harlan Sprague Dawley. IndianopoHs, IN 



Effect of DDAB-Liposome or Cationic Cardiolipin Liposome- 
Based Antisense Oligonucleotide (AON) in Combination with 
Taxotere® Against Human Prostate (PC-3) Tumor in SCID Mice 







Control 
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Cationic Cardiolipin 
Liposome-based AON + Taxotere® 



DDAB or Cationic Cardiolipin Liposome-based AON (12.5 mg/kg, BID x 5) 
Taxotere* Day 2 (1 0 mg/kg). Day 5 (5 mg/kg) _. 
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Toxicity of DDAB*-Liposome or Cationic 
Cardiolipin Liposome-Based Antisense 
Oligonucleotide (AON) in Mice T 



Test Article** 


Dose 
(mg/kg/day)*** 


Number 
of Mice 


%Survlval 
Male 


%Survival 
Female 


DDAB Liposome- 
Based AON 


35 


10 


0 


60 


Cationic Cardiolipin 
Liposome-Based 
AON 


35 


10 




100 



*DImethyldioctadecyl ammonium bromide 
**Control- 100% Survival 
***17.5 mg/kg, BID X 5 
****Animal died due to technical error 
t Obtained from Charles River, Wilmington, MA 
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Figure 5 B 
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Figure 5 E 



Effect of NeoPhectin™ Mediated Delivery of RNAi (200nM) 
Oligonucleotides In Primary Cells After 48 Hours* 
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Figure 5 H 



WO 2005/067632 



PCT/US2005/000418 



8/19 




Figure 6 1 
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Days After Treatment Initiation 
Figure 6E 
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Figure 7A 
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Figure 8A 
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Figure 8B 
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Figure 8C 
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